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14.(Twice amended) The method according to claim 18, wherein said epitope is 
modified by: 

(a) substituting the aminfi acid sequence of the epitope with an^ 
analogous sequence from a human homolog to the protein of interest; 

(b) substituting the aminifiacid sequence of the epitope with an 
analogous sequence from a non-lnuman homolog to the protein of interest; or 

(c) substituting the amino acid sequence of the epitope with a sequence 
which substantially mimics the majpr tertiary structure attributes of the epitope. 


Please add the followina new claims. 


17. A i^ethod for determining a T-cell epitope of a peptide comprising the steps of: 
(a) obtaining from a single human blood source a solution of dendritic 
:ells and a solution of naive CD4+ and/or CD8+ T-cells; 

(m promoting differentiation in said solution of dendritic cells; 

(c) \ombining said solution of differentiated dendritic cells and said naive 
CpA and/or CD8+ T-cells with the peptide, said peptide comprising said 
T-cell 6i)itope; and 

(d) measuring proliferation of said T-cells in said step (c). 

1 8. A method of reducingi the allergenicity of a protein comprising the steps of: ^^^/^^j^!^'^^^ 

(a) identifying a T-cell epitope in said protein by 

(i) contWing an adh^erent monocyte-derived den^t^^jell with a 
peptide comprising said T^irepitoperan^-^^^^-^^^^ ^ ^ 

(ii) contactmg said dendritic cell and peptide to a nalVe T-cell ^^/^.^.^ 
whereby said T-ce»\proliferates in response to said peptide; and ^^€',e'^^x^ 

(b) modifying said prWin to neutralize said T-cell epitope such that the 
modified protein induces less\|ian or substantially equal the baseline 
proliferatio njatsaid-naiv 





19. The method according to claim 18, wherein the protein is a protease. 
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20. A method for reducing the allergenicity of a microbial subtilisin comprising the 
steps of: 

(a) determining a T-cell epitope of said subtilisin comprising (i) obtaining 
from a single human blood source a solution of dendritic cells and a 
solution of naTve CD4+ and/or CD8+ T-cells; (ii) promoting differentiation 
in said solution of dendritic cells; (iii) combining said solution of 
differentiated dendritic cells and said naive CD4+ and/or CD8+ T-cells 
with peptide fragments of said subtilisin, wherein one or more peptide 
fragments comprise the T-cell epitope of the subtilisin; and (iv) 
measuring proliferation of said T-cells in said step (iii); and 

(b) modifying the peptide which includes the T-cell epitope to neutralize 
said epitope. 

21 . The method according to claim 20, wherein the microbial subtilisin is derived from 
a Bacillus. 



22. The method according to claim 21 , wherein the Bacillus is selected from the 
group consisting of B. lentus, S. subtilisin, B. amyloliquefaciens and S. licheniformis. 

e method according to claim 20, wherein said epitope of the protein is modified 
by: (a) si^bstituting the amino acid sequence of the epitope with an analogous 
sequence irom a human homolog to the protein of interest; (b) substituting the amino 
acid sequence of the epitope with an analogous sequence from a non-human homolog 
to the protein oYjnterest; or (c) substituting the amino acid sequence of the epitope 
with a sequence \hich substantially mimics the major tertiary structure attributes of the 
epitope 

24. The method acco?li;jing to claim 14, wherein the protein is a protease. 

25. The method according to claim wherein the protease is a subtilisin. 

/ 
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26. The method according to claim 14, wherein said epitope is modified by 
substituting the amino acid sequence of the epitope with an analogous sequence from 
a human homolog to the protein of interest. 

27. The method according to claim 14, wherein said epitope is modified by 
substituting the amino acid sequence of tlWipitope with an analogous sequence from 
a non-human homolog to the protein of riterest. 

28. The method according to claim 14, wherein said epitope is modified by 

substituting the amino acid^sequence^f the epitope with a sequence which 

substantially mimics the major tertiaryptructure attributes of the epitope. 
" y 
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